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DETAILED ACTION 

Claims 1-6 are presented for examination 

Applicant's amendment filed 1 1/26/2007 has been received and entered into the 
application. Accordingly, claim 1 has been amended. 

Applicant's arguments have been fully considered but they are not deemed to be 
persuasive. Rejections and/or objections not reiterated from previous Office Actions are hereby 
withdrawn. The following rejections and/or objections are either reiterated or newly applied. 
They constitute the complete set presently being applied to the instant application. 

Response to Arguments 

Applicant's arguments filed 1 1/26/2007 have been fully considered but they are not 
persuasive. Applicant presents the following arguments with respect to the rejections set forth in 
the Non-Final Office Action mailed 8/28/2007. 

Firstly, with respect to the 35 U.S.C. § 1 12, 1 st Paragraph rejection of claims 1-6 as 
lacking written basis for the proviso excluding the trans isomer of CHX(4, 4, A-trans) {i.e., the 
second compound recited in claim 1), Applicant argues, citing Ex parte Parks and Ex parte 
Grasselli, that a lack of literal basis in the specification for a negative limitation is not sufficient 
to establish a prima facie case for lack of descriptive support. However, while it is true that 
Applicant is not required to literally disclose in the specification that the trans isomers of the 
claimed compounds are excluded, in the instant case there is no positive recitation of the 
compound CHX(4,4,4-trans) in the originally filed disclosure. As such, because this compound 
is neither positively nor negatively recited in the originally filed disclosure, there is no written 
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basis for excluding it from the claims. The rejection is maintained for the reasons of record and 
reiterated below. 

Secondly, with respect to the 35 U.S.C. § 102(b) rejection of claims 1-2 and 4-5 as being 
anticipated by Frydman et al, Applicant argues that the claims have been amended to exclude 
compounds of Formula (I) and (II) wherein Q is either a 3 or 4 membered cycloalkyl ring. This 
argument is persuasive because the Frydman et al. only exemplify compound species having a 3 
or 4 membered cycloalkyl ring, which are no longer encompassed by the instant claims. 
However, Applicant's amendment to claim 1 has necessitated new grounds of rejection under 
both 35 U.S.C. § 1 12, 1st Paragraph (New Matter) and 35 U.S.C. § 103 (see below). 

Thirdly, with respect to the 35 U.S.C. § 103 rejection of claims 3 and 6 (now claims 1-6) 
as being unpatentable over Frydman et al., Applicant asserts that the Examiner has overlooked 
the fact that the present claims arc directed to " anti-diarrhcal or gastrointestinal anti-spasmodic 
pharmaceutical composition " comprising an " effective amount " of the requisite compound 
(emphasis in original). However, the intended use of a pharmaceutical composition is not given 
patentable weight if the prior art teaches or suggests a pharmaceutical composition comprising 
the same compound(s), but for a different purpose. In this case, Frydman et al. teach 
pharmaceutical compositions comprising compounds encompassed by the instantly claimed 
genus and teaches that such compositions are useful for treating cancer (see Table 1 and Table 
2). As such, it would have been prima facie obvious to formulate a pharmaceutical composition 
comprising a compound of Formula (I) as recited in the instant claims. Whether such a 
composition is used to treat cancer (as taught in Frydman et al.) or is used as an anti-diarreal or 
gastrointestinal anti-sposmodic (as instantly claimed) is not pertinent to the present rejection. 
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MAINTAINED REJECTION 

Claim Rejections - 35 USC § 112 (1 st Paragraph) 
The following is a quotation of the first paragraph of 35 U.S.C. § 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-6 are again rejected under 35 U.S.C. § 1 12, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter, which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. This is a Written Description rejection . 

No support is seen in the specification for the proviso, "excluding the trans isomers of the 
compounds having the structures...." as recited in claim 1. The first excluded compound is 
CHX(3,4,3-?ra/w), which is positively recited at pages 8 and 14 of the specification. This is the 
only specific compound identified in the specification. The second excluded compound is 
CHX{4, 4, 4-trans), which is neither positively nor negatively recited in the specification. 
Accordingly, Applicant has no written basis for the specific exclusion of CHX(4, 4, 4-trans) from 
the claims. 

NEW GROUNDS OF REJECTION 

Claim Rejections - 35 USC §112 (1 st Paragraph) 
The following is a quotation of the first paragraph of 35 U.S.C. § 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-6 are rejected under 35 U.S.C. § 1 12, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. This is a New Matter rejection . 

In the amendment to the claims filed 1 1/26/2007, claim 1 was amended to recite the 
limitation wherein "Q is a cycloalkyl group having from 5 to 10 carbon atoms". Previously 
presented claim 1 had the limitation wherein Q is a cycloalkyl group having from 3 to 10 carbon 
atoms. No support is found in the originally filed disclosure for cycloalkyl groups having from 5 
to 10 carbon atoms as recited in the instant claims. The only specific compound disclosed 
contains a cyclohexyl group (i.e., 6 carbon atoms). There are no compounds recited in the 
original disclosure that would provide support for the limitation of Q being a cycloalkyl group 
having from 5 to 10 carbon atoms. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. § 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1-6 are rejected under 35 U.S.C. § 103(a) as being unpatentable over Frydman et 
al. (U.S. Patent No. 5,889,061; Issued Mar. 30, 1999). 
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The instant claims recite pharmaceutical compositions comprising an effective amount of 
a compound having the formula: 



* ,: hi X R R, -ii.: R, .ah fs-Ki „ n..-> i f-- 1 it isfxj <ir. H # ,1 'ji L\ l» >f Of aFSikyl 
having from 1 to 12 cadbon atoms, «• a JwocycSie group 
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Qisa cydaalkyl group having from SSJolO carbon atoms; 
■ s an ntege r ' nl 
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and a pharmaceutically acceptable carrier. Instant claim 3 recites the limitation wherein Q is 
cyclohexyl in the compounds of Formula I. Claim 6 recites the limitation wherein Q is 
cyclohexyl; x and y are 3; Ri and R 3 are both H, and R 2 and R4 are both ethyl. 
Other dependent claims recite limitations wherein: Q is connected either cis or trans as the (1,2), 
(1,3), (1,4), (1,5) or (1,6) isomer (claim 2); x is 3 and y is 3 (claim 4); and x is 3, y is 3, Ri and 
R 3 are both H and R 2 and R4 are both ethyl (claim 5). 




CH 3 CH 3 rNH—(CH 2 J 4 --HN- 




IM <CH 2 } 4 — -NH-CHjGHs 
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Frydman et al. teach compounds of the formula: 
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and pharmaceutically acceptable salts thereof (Abstract; col. 2, lines 1-1 1). Exemplified 
compounds of the invention are taught in Table 1 . 

32 AH a SL-11C27 

k 



H K 
K 



SLrilDW 



Instant claim 2 recites the limitation wherein Q is connected either cw or trans as the (1,2) 
isomer. The above compounds are connected cis (SL-1 1033 and SL-1 1034) and trans (SL- 
1 1027 and SL-1 1028) as the (1,2) isomer, thus teaching the limitations of claim 2. 

Pharmaceutical compositions comprising the compounds of the invention in a 
pharmaceutically acceptable carrier and in an effective amount are taught at column 21, line 3 to 
column 22, line 9. For example, Frydman et al. teach formulating the compounds of the 
invention in pharmaceutically acceptable carriers (col. 21, lines 35-44 and lines 52-55). 

It is well established that intended use does not impart patentability in a composition 
claim. See In re Zierden, 411 F.2d 1325, 1329, 162 USPQ 102, 104 (CCPA 1969): 
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A mere statement of a new use for an otherwise old or obvious composition cannot 
render a claim to the composition patentable. As we said in In re Lemin, 5 1 CCPA 
942,326 F.2d 437,140 USPQ 273,276 (1964), 

Appellants are clearly correct in demanding that the subject matter as a whole 
must be considered under 35 U.S.C. 103. But in applying the statutory test, the 
differences over the prior art must be more substantial than a statement of the 
intended use of an old composition. ... It seems to us that the composition ... 
would be exactly the same whether the user were told to cure pneumonia in 
animals with it ... or to promote plant growth with it (as here). The directions on 
the label will not change the composition.... 

See also, In re Spada, 911 F.2d 705, 708, 15 USPQ2d 1655, 1657 (Fed. Cir. 1990) ("[t]the 
discovery of a new property or use of a previously known composition, even when that property 
and use are unobvious from the prior art, cannot impart patentability to claims to the known 
composition"). Accordingly, the claims simply require a composition comprising a compound of 
formula I and a pharmaccutically acceptable carrier. As such, the compositions of Frydman et 
al. render prima facie obvious the instantly claimed compositions. 

Frydman et al. differ from the instant claims in that they do not explicitly exemplify 
compounds wherein the C 3 -C 6 cycloalkyl is cyclohexyl. Exemplified compounds of the 
invention are drawn to cyclopropyl and cyclobutyl moieties (Table 1). However, Frydman et al. 
teach that "A" (Q in the instant claims) can be C 2 -C 6 alkene, Cv-Ce, cycloalkyl , cycloalkenyl, or 
cycloaryl (Abstract). Thus, with respect to cycloalkyl groups, there are only four possible 
substitutions: cyclopropyl, cyclobutyl, cyclopentyl, and cyclohexyl . The inventors made and 
exemplified cyclopropyl and cyclobutyl substituted compounds (Table 1) having identical 
substituents as those recited in instant claim 6 {i.e., x and y are 3; Ri and R 3 are both H, and R 2 
and R4 are both ethyl). 
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The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Scope and Content of the Prior Art: 

In the instant case, Frydman et al. teach a genus of compounds having a limited number 
of alternate substitutions. With respect to the instantly claimed sub genus of compounds having 
a cyclohexyl group, Frydman et al. teach that the compounds of the invention can be substituted 
with a C3-C6 cyclohexyl (four possible substitutions). The compounds of Frydman et al. are 
taught to be useful in the treatment of cancer. In this regard, compounds having a cyclopropyl 
(C 3 ) and cyclobutyl (C 4 ) substitution were exemplified and tested for anticancer activity (Table 1 
and Table 2). The number of species encompassed by the genus taught in Frydman et al. is 
relatively small. For example, there are only twelve possible substitutions for A, eight for B, 
eighteen for D, and thirteen for E. The majority of these substitutions are structurally related and 
represent homologous series (e.g., C 2 -C 6 alkene, C 3 -C 6 cycloalkyl, Ci-C 6 alkyl, etc.). 

Differences Between Prior Art and Claims: 

The closest disclosed prior art species to the sub genus instantly claimed are the 
compounds designated SL-1 1027, SL-1 1033, SL-1 1028, and SL-1 1034 in Frydman et al. (Table 



Application/Control Number: 1 0/09 1 ,59 1 Page 1 0 

Art Unit: 1614 

1). These species differ from the instantly claimed genus only in the number of carbons present 
in the cycloalkyl substitution (i.e., C 3 and C 4 versus C 6 ); all other substituents are identical. 

Level of Ordinary Skill in the Art: 

A person having ordinary skill in the art at the time of the present invention would 
generally be a medical chemist well practiced in the art of structure-activity relationships as they 
pertain to chemical modifications and biological activity. 

Objective Evidence and Motivation: 

In light of the above findings relating to the three Graham factors, the skilled artisan 
would have been motivated to make the claimed sub genus of compounds and to formulate them 
in a pharmaceutical composition. See, e.g., Deuel, 51 F.3d at 1557, 34 USPQ2d at 1214 ("[A] 
prima facie case of unpatentability requires that the teachings of the prior art suggest the claimed 
compounds to a person of ordinary skill in the art." (emphasis in original)); In re Lalu, 747 F.2d 
703, 705, 223 USPQ 1257, 1258 (Fed. Cir. 1984) ("The prior art must provide one of ordinary 
skill in the art the motivation to make the proposed molecular modifications needed to arrive at 
the claimed compound."). Considering the size of the prior art genus, especially with respect to 
the limited number of cycloalkyl groups contemplated by Frydman et al., one skilled in the art 
could readily envisage each member of the sub genus of compounds containing C 3 -C 6 cycloalkyl 
groups. In re Petering, 301 F.2d 676, 681, 133 USPQ 275, 280 (CCPA 1962). Frydman et al. 
also expressly suggest and motivate the selection of a cyclohexyl substitution. For example, 
cyclopropyl and cyclobutyl groups introduce constraints into otherwise flexible spermine 
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molecules (col. 4, lines 53-67) and a "cyclohexyl moiety" can be introduced in a similar manner 
to the cyclopropyl and cyclobutyl constraints (col. 5, lines 6-7). The skilled artisan would 
recognize that the cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl series of homo logs could be 
used to evaluate conformational constraints in spermine analogs (i.e., cyclopropyl provides the 
most constraint whereas cyclohexyl provides the least constraint). As such, making cyclopentyl 
and cyclohexyl substituted spermine analogs having the same substituents as the explicitly 
disclosed cyclopropyl and cyclobutyl analogs would be the next logical step. 

Thus, it would have been prima facie obvious to one of ordinary skill in the art to also 
make the cyclopentyl- and cyclohexyl-substituted compounds and to formulate them into 
pharmaceutical compositions. This is especially true given the limited number of cycloalkyl 
substituents contemplated in Frydman etal. (i.e., cyclopropyl, cyclobutyl, cyclopentyl, and 
cyclohexyl). Two of these four cycloalkyls were exemplified in the reference. Accordingly, the 
skilled artisan would have been highly motivated to choose the instantly claimed cyclohexyl 
substitution, based on the reasonable expectation that structurally similar species usually have 
the same properties. See, e.g., Dillon, 919 F.2d at 693, 696, 16 USPQ2d at 1901, 1904. See also 
Deuel, 51 F.3d at 1558, 34 USPQ2d at 1214 ("Structural relationships may provide the requisite 
motivation or suggestion to modify known compounds to obtain new compounds. For example, 
a prior art compound may suggest its homologs because homologs often have similar properties 
and therefore chemists of ordinary skill would ordinarily contemplate making them to try to 
obtain compounds with improved properties."). 
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Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JAMES D. ANDERSON whose telephone number is (571)272- 
9038. The examiner can normally be reached on MON-FRI 9:00 am - 5:00 pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
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system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/James D Anderson/ 
Examiner, Art Unit 1614 



/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



